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RESUMO 


OBJETIVO: Revisar diretrizes sobre os objetivos e opções de tratamento clínico do glaucoma de acordo com recentes 
ensaios clínicos e Consensos da Sociedade Brasileira de Glaucoma (SBG). RESULTADOS: Recentes ensaios clínicos e 
Consensos da SBG sobre hipertensão ocular e glaucoma trazem evidências que favorecem o tratamento individualizado. 
Adicionalmente, o surgimento dos análogos de prostaglandinas e novas associações de drogas ampliaram o leque de 
opções para O tratamento clínico do glaucoma. CONCLUSÃO: Apesar dos contínuos avanços nos procedimentos 
cirúrgicos com laser e incisionais, o tratamento clínico do glaucoma ainda figura como primeira opção para a redução da 
pressão intraocular. O tratamento clínico inicial tem mudado com o surgimento dos análogos de prostaglandinas que 
podem substituir os betabloqueadores como droga de primeira escolha. A escolha da droga inicial e demais associações 
deve sempre considerar os fatores de risco para glaucoma, o disco óptico e o campo visual. 


ABSTRACT 


PURPOSE: This report reviews current concepts in the goals of glaucoma therapy and options for the clinical management 
of glaucoma in light of recent clinical trials and Brazilian Glaucoma Society (BGS) consensus. RECENT FINDINGS: Recent 
clinical trials and BGS consensus of ocular hypertension and glaucoma have provided evidence for more specific treatment 
goals in glaucoma therapy. In addition, the advent of the prostaglandin analogs and new drug associations have expanded 
the armamentarium that ophthalmologists use in the treatment of glaucoma. SUMMARY. Despite continued advances in 
laser and incisional surgery, medical therapy still appears to be the primary means by which intraocular pressure is 
controlled. Initial medical therapy has changed with the introduction of prostaglandin analogs, which can replace beta- 
antagonists as the drug of first choice. The drug choice and drug associations must always take place after a careful 
evaluation of glaucoma risk factors, optic disc and visual fields. 


RESUMEN 


OBJETIVO: Revisar directrices acerca de los objetivos y opciones de tratamiento clínico del glaucoma según ensayos 
clínicos recientes y Consensos de la Sociedad Brasilefa de Glaucoma (SBG). RESULTADOS: Los ensayos clínicos más 
recientes y Consensos de la SBG acerca de la hipertensión ocular y el glaucoma ponen de relieve evidencias que 
benefician el tratamiento individualizado. Además de ello, el surgimiento de análogos de prostaglandinas y nuevas 
asociaciones de fármacos aportaron más opciones al tratamiento clínico del glaucoma. CONCLUSIÓN: Pese a los 
avances mantenidos en los procedimientos quirúrgicos con láser y la cirugia incisional, el tratamiento clínico del glaucoma 
todavia sigue presentândose como primera opción para reducir la presión intraocular. El tratamiento clínico inicial ha 
cambiado desde el surgimiento de los análogos de prostaglandinas, que pueden sustituir los beta bloqueadores como 
fármaco de primera elección. En la elección de la droga inicial y sus asociaciones siempre se deben considerar los factores 
de riesgo para el glaucoma, el disco óptico y el campo visual. 
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Clinical management of POAG 


The initial treatment of primary open-angle glaucoma (POAG) should be, whenever possible, clinical. Its objective is to stabilize and 
slow down or prevent the onset of glaucomatous changes by reducing the intraocular pressure (IOP).+º4 
The level of IOP reduction required to achieve this objective varies in each case depending on several factors as follows: 


e Glaucoma severity; 
e Patient's age; 

e Family history; 

e Ethnicity; 

e Corneal thickness. 


The idea of individualizing the desired IOP value after treatment, known as target IOP, is universally accepted. The first step in the 
clinical treatment of POAG is to determine the target IOP, defined as the value considered to be low enough to prevent the establisnment 
or progression of glaucomatous alterations.28/ 

The determination of the target IOP should be the result of clinical reasoning based on the staging of glaucoma, the patient's age, 
and other risk factors. 

Patients with advanced glaucoma, for example, require a lower target IOP than those with minor alterations. Younger patients also 
require lower target IOP values than elderly patients with the same degree of damage. 

A rule of thumb for determining the target IOP is based on the fact that in glaucomatous patients with initial damage, the target IOP 
can be set initially at 18 mmHg, with a minimum reduction of 30%; in those with moderate damage, the target IOP can be set at up to 
16 mmHg; and in those with advanced damage, it can be set at up to 12 mmHg (Diagram 1).42 


Diagram 1. Target IOP and glaucoma staging. 


WHEN TO INIHIATE HYPOTENSIVE THERAPY 


The key question refers to when to initiate treatment in patients with ocular hypertension. There is consensus regarding the fact that 
therapy should be initiated in patients with an IOP above 26 mmHg in thin corneas or corneas of normal thickness, when anatomic and 
functional monitoring cannot be satisfactorily performed. 

When the patient has any risk factor, the decision should be specific to each patient. In the presence of an additional risk factor, 
clinical treatment should be initiated even in patients with lower IOP levels. 

The choice of an ocular hypotensive agent depends on many factors related both to the peculiarities of each patient (concomitant 
diseases or socioeconomic status) and the characteristics of each anti-glaucoma agent and its side effects.º 

In addition to adequate drug choice, it is very important to establish a good doctor-patient relationship. After all, the main cause of 
treatment failure lies not in the ineffectiveness of the drugs but in low treatment adherence. This is primarily due to the lack of knowledge 
regarding the disease and its consequences, as well as inappropriate medication use. 

The physician should clarify and provide the necessary information about the risks and consequences of the disease, treatment goals 
and characteristics, and basic rules for the use of medication. 

It is also essential to guide the patient regarding proper medication instillation. 

It is recommended that treatment should be initiated with topical monotherapy, aiming to achieve the target IOP. The choice of the 
initial drug should be individualized for each patient but clinical treatment classically begins with a topical beta-blocker (except in patients 
with asthma or heart disease), or depending on the socioeconomic condition of the patient, a prostaglandin should be the choice.*1º 

Treatment effectiveness should be assessed for a variable time and according to the drug used, taking into account the IOP level, 
the patients risk factors, and the stage of the disease. 

When the target IOP is reached, control consultations are recommended. 
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Assuming that the target IOP is not reached, the decision whether to replace the hypotensive drug or to add another will depend on 
the magnitude of IOP reduction. If there is an initial IOP reduction greater than 10%, it is recommended that the medication should be 
replaces or it should be combined with another hypotensive drug. Conversely, if the reduction is less than 10%, the consensus is to 
replace the initial drug. 11218 

The association of anti-glaucomatous medications should follow some of the following basic rules: 


e Drugs of the same pharmacological group should not be used concomitantly. 

e The use of substances of the same pharmacological group through different routes of administration (topical and systemic) 
should be avoided. 

e The number of instillations required by the prescribed combination should be considered. 

e The impact on patients" quality of life should be carefully considered in all aspects (professional, social, economic, etc.). 


Diagram 2 presents the clinical treatment strategy for ocular hypertension, 
Diagram 2. Clinical treatment strategy. 


WHEN TO USE COMBINATION THERAPY 

Approximately 40% of patients with ocular hypertension and 75% of patients with glaucoma require two or more medications to 
achieve the target IOP é 

When drug association is required, substances with different mechanisms of action should be used. 

The demonstrated benefits of the use of fixed combinations include convenience (fewer bottles and less drops), increased treatment 
adherence, reduced exposure to benzalkonium chloride, and reduced potential washout effect, which occurs when various eye drops 
are instilled in a short period oftime. Fixed combinations allow for the reduction of daily instillations, which can result in increased treatment 
adherence.!º 

The side effects of fixed combinations are similar to those observed for its individual components.!8121819 

Table 1 lists the fixed combinations available in Brazil, concentrations used, mechanisms of action, dosage, and hypotensive efficacy. 


Table 1. Fixed combinations available in Brazil. 


Fixed combinations Mechanism of action Hypotensive efficacy 


Timolol/dorzolamide Reduced production of 
(Cosopt8) 0,5%/2,0% aqueous humor 12/12h 30%-35% 


Timolol/brimonidine Reduced production of 
(Combigan8) 0,5%/0,2% aqueous humor 12/12h 30%-35% 


Reduction of the 
Timolol/bimatoprost production of aqueous 
(Ganfort8) 0,59%/0,03% humor + increase in tx/day 30%-35% 
the uveoscleral flow 


Reduction of the 
Timololfatanoprost production of aqueous 
(XalacomB) 0,5%/0,005% humor + increase in tx/day 30%-35% 
the uveoscleral flow 
Reduction of the 
Timolol/ftravoprost production of aqueous 
(Duo-TravatanB) 0,5%/0,004% humor + increase in tx/day 30%-35% 
the uveoscleral flow 


TREATMENT ADHERENCE 

Therapeutic efficacy is directly related to treatment adherence, for which a good doctor-patient [Remark 2] relationship is 
essential. 20 

Adherence is an important factor that must be considered in the treatment of glaucoma. The following interfere in treatment 
adherence: 
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e Medications: cost, number of drugs, side effects, and regimen complexity; 
e Patient: individual limitations (physical and cognitive); 


e Physician: doctor-patient relationship. 


FOLLOW-UP OF PATIENTS WiTH SUSPECTED OR CONFIRMED OCULAR HYPERTENSION OR GLAUCOMA 

Perimetry examination and serial photographic documentation of the optic disc should be used in the follow-up of suspected or 
confirmed cases of glaucoma. <<<2< 

Stereoscopic fundus photography is superior to simple retinography, because it allows for better quantification of the neural ring, 
and to red-free light, because it allows for a better quantitative analysis of the nerve fiber layer. However, simple retinography may be 
sufficient for the follow-up, 

Progression of perimetric defects can be identified when one of the following events occurs: 


e Appearance of a defect in a previously normal area; 
e Increase in a previously altered areal extent; 
e Increase of an already established defect,2><8 


The frequency of perimetric examinations should be adjusted primarily on the basis of the expectation of disease progression (Table 
2). In turn, this expectation depends on the following: 


e Patient's age; 

e Glaucoma staging; 

e IOP values; 

e Treatment adherence; 
e Cther risk factors. 


Following are examples of circumstances for which the frequency of examinations should be increased because of the higher risk of 
functional loss: 
e Suspected optical disk alteration; 
e Uncontrolled IOP; 
e Advanced glaucoma; 
e Single functioning eye; 
e Previously documented rapid deterioration of visual field; 
e Other risk factors. 


Table 2. Frequency of clinical evaluation and laboratory tests in patients with ocular hypertension and glaucoma, 


o Ocular hypertension Early glaucoma Moderate glaucoma | Advanced glaucoma 
Consultation (IPO) 06 to 12 months 06 months 04 months 04 months 
Visual field 06 to 12 months 06 months 04 months 


Nerve fiber layer 08 months 08 months 


Knowledge on the progression of glaucomatous visual field arises almost exclusively from studies involving standard achromatic 
perimetry (OHTS, AGIS, NTGS, CIGTS, and EMGTM). Visual field progression should be assessed on the basis of threshold strategies 
such as Full Threshold and SITA Standard and never on supra-threshold strategies or tests using different stimuli, such as blue-yellow 
perimetry or FDT.2” 

To assess progression, it is vital to choose two or more stable and reliable tests that are considered when establishing a baseline. In 
this baseline examination, the first examination should not be included because of the inconsistency of its results. 

It is essential to reassess the alterations observed in subsequent examinations in order to confirm a sensitivity change in the tested 
point, discarding the long-term fluctuation effect. 

There is no consensus on the ideal program to assess progression. It is recommended that the evolution of the mean deviation or 
mean defect, the visual field index, and programs that quantify sensitivity changes point-to-point over the baseline examination, such as 
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providing the location of areas that present alterations. “201,32 


The alterations observed must be reproduced in subsequent examinations and must be correlated with the patient's clinical data, 
including IOP and structural alterations to the optic disc or to the nerve fiber layer of the retina. <>2 


MAIN TOPICS 


e POAG treatment should preferably be drug-based. 

e Clinical treatment should be initiated, whenever possible, with topical monotherapy. 

e Prostaglandin analogues and beta-blockers are the medications most commontly used as first choice. 

e Treatment adherence is essential to therapeutic success. 

e Achromatic perimetry is the gold standard for the diagnosis and assessment of glaucomatous functional damage. 

e SWAP and FDT can be used as an aid in the early diagnosis of glaucoma functional lesions. 

e SWAP and FDT should not be used for monitoring and assessment, 

e ltis essential that the alterations found are reproduced in subsequent examinations and are correlated with the patient's 
clinical data. 
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